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PATENT COOPERATION TREATY 



PCT 

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY 

(Chapter I of the Patent Cooperation Treaty) 



(PCT Rule 44to) 



Applicant's or agent's file reference 
1243WOORD01 


FOR FURTHER ACTION 


See item 4 below 


International application No. 
PCT/EP2005/05 1 269 


International filing date (dav/mofUfi/year) 
18 March 2005 (18.03.2005) 


Priority date (dayfynoralt/year) 
22 March 2004 (22.03.2004) 


International Patent Classification (8th edition unless older edition indicated) 
See relevant Information in Form PCT/ISA/237 


Applicant 

ALTANA PHARMA AG 



1. 


This international preliminary report on patentability (Chapter I) is issued by the International Bureau on behalf of the 
International Searching Authority under Rule 44 f^if. 1(a). 


2, 


This REPORT consists of a total of 9 sheets, including this cover sheet. 

In the attached sheets, any reference to the written opinion of the Internationa] Searching Authority should be read as a reference 
to the international preliminaiy report on patentability (Chapter I) instead. 


3. 


This report contains indications relating to the following items: 




IXI Box No. I 


Basis of the report 




1 1 Box No. n 


Priority 




^ Box No. m 


Non-establishment of opinion with regsud to novelty, inventive step and industrial 
applicability 




I 1 Box No. IV 


Lack of unity of invention 




^ Box No. V 


Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 




1 1 Box No. VI 


Certain documents cited 




1 1 BoxNo. vn 


Certain defects in the international application 




1 1 BoxNo.Vm 


Certain observations on the international application 


4. 


The International Bureau will communicate this report to designated Offices in accordance with Rules 44i>w.3(c) and 93fe£r.l but 
not, except where the applicant makes an express request under Article 23(2)» before the expiration of 30 months from the priority 
date (Rule 44^>w .2). . ^ 





Date of issuance of this report 

26 September 2006 (26.09.2006) 


The International Bureau of WTPO 
34, chemin des Colombettes 
1211 Geneva 30, Switzerland 

Facsimile No. +41 22 338 82 70 


Authorized ofBcer 

Yolaine Cussac 

e-mai): ptl I@wipo.int 
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see form PCT/lSA/220 



PCli 



REG'D 0 2 SEP 2005 



WIPO 



POT 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule ASbisA) 



Applicant's or agenfs file reference 
see form PCT;lSA/220 



Date of mailing 

(day/hionthyear) see form PCTflSASI 0 (second sheet) 



International application No. 
PCTyEP200aD5li269 



International filing date (dayMtonth^ear) 
18.03.2005 



FOR FURTHER ACTION 

See paragraph 2 below 

Priority date (day^onthfye 
22.03.2004 



International Patent Ciass'rfication (IPC) or both national dassiflcation and IPC 
C07D47iyD4. A61K3m745 



Applicant 

ALTAN A PHARMA AG 



1 . This opinion contains indications relating to the following items: 





Box No. 1 


□ 


Box No. 11 




Box No. Ill 


□ 


Box No. IV 


IE! 


Box No. V 


D 


Box No. VI 


□ 


Box No. VII 


□ 


Box No. VIII 



Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and Industrial appKcabllity 
Lack of unity of invention 

Reasoned statement under Rule 43fafe.1(a)(i) with regard to novelty. Inventive step or industrial 
applicability; citations and explanations supporting such statement 
Cert^n documents cited 
Certain defects In the International application 
Certain obsewations on the international application 

2. FURTHER ACTION 

If a demand for intematbnai preliminary examination is "^^de *is opinton w a 
written opinion of the International Preliminary Examining Authority (1 PEA ). However tlT^sdo^ TOt appi^^^ 
S^eipiicant chooses an Authority other than this one to be the IPEA the chosenlP^^^ 
International Bureau under Rule 66.1bts(b) that written opinions of this international Searching Autnonty 
will not be so considered. ■ 

If this oDlnlon Is as orovided above, considered to be a written opinion of the IPEA. the aPP^'^^ant 's Invited to 
submi^to th^ PEA rSn repTy tog^her. where appropriate, with amendments, before tiie expiratK)n of three 
Sis from ttTe daroS of 4mi PCT/ISAe20 or before the expiration of 22 months f«,m the priority date. 

whichever expires later. 

For further options, see Form PCTylSA^O. 

3. For further details, see notes to Form PCT/lSAfiZO. 



Name and malBng address of the ISA: 



European Patent Office 
D-8029S Munich 

Tei. +49 S9 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 



Authorized Officer 

Fink, D 

Telephone No. +49 89 2899-8701 



Form (PCTflSAiE237) (Cover Sheet) (January 2004) 



WRITTEN OPINION OF THE International application No. 

lK?L™AT?ONA?sS^^^^^^ AUTHORITY PCT/EP2005/051269 



Box No. I Basis of the opinion 



1 With regard to the language, this opinion has been established on the basis of the International application in 
* the language in which it was filed, unless othenwise indicated under this item. 

□ This opinion has been established on the basis of a translation from the original language into the following 
language , which is the language of a translation furnished for the purposes of international search 
(under Rules 12.3 and 23.1 (b)). 

2 With regard to any nucleotide andtor amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

□ In written format 

□ in computer readable form 

c. time of filingyfurnishing: 

O contained in the international application as filed. 

□ filed together with the international application In computer readable form. 

□ furnished subsequently to this Authority for the purposes of search, 

3 □ In addition, in the case that more than one version or copy of a sequence listing and/or table relating thereto 

has been filed or furnished, the required statements that the information in the subsequent or additional 
copies Is identical to ttiat in the application as filed or does not go beyond the application as filed, as 
appropriate, were furnished. 

4. Additional comments; 



Form PCT>ISA/237 (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



international application No. 
PCT/EP2005i051269 



Box No. Ill Non-estabfishment of opinion with regard to novelty, Inventive step and industrial 
applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of; 

□ the entire international application, 

ISI ctaims Nos. 13 (as regards industrial appHoabilrty) 
because: 

El the said international application, or the said claims Nos. 1 3 relate to the following subject matter which 
does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular eiements below) or said claims Nos. are so 
unclear that no meaningful opinion could be formed (specify): 

O the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the whole application or for said claims Nos. 

□ the nucleotide anctbr amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: 

the written form □ has not t>een furnished 

□ does not comply with the standard 
the computer readable form □ has not been furnished 

□ does not comply with the standard 

□ the tables related to the nucleotide andtor amino acid sequence listing, if in computer readable form only, do 
not comply with the technical requirements provided for in Annex C-bis of the Administrative instructions! 

□ See separate sheet for further details 



Form PCTilSA/ 237 (January 2004} 



WRITTEN OPINION OF THE Sn?SSS?lnS^^^^ 
INTERNATIONAL SEARCHING AUTHORITY PCT/EP2005A)51269 



— - y Reasoned statement under Rule 43Ws.1(a)(i) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting su ch statement 

1. Statement 

Novelty (N) Yes; Claims 1-13 

No: Claims 



Inventive step (IS) Yes: Claims 

No: Claims 1-13 

Industrial applicability (lA) Yes: Claims 1-12 

No: Claims 



2. Citations and explanations 
see separate sheet 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) 



International application No. 
PCT/EP2005/051269 



Re Item 111. 

The present claim 13 relates to subject-matter considered by this Authority to be covered 
by the provisions of Rule 67.1 (Iv) PCT. 

Consequently, no opinion will be formulated with respect to industrial applicabiRty of the 
subject-matter of this claim. 

[ For the assessment of the aforesaid claim on the question whether it is industrially 
applicable, no unified criteria exist in the PCT. The patentability can also be dependent 
upon the fonnulation of the claims. The EPO, for example, does not recognize as 
industrially applicable the subject-matter of claims to the use of a compound in medical 
treatment, but will allow, however, claims to a (known) compound forfirst use in medical 
treatment and the us© of such a compound for the manufacture of a medicament ior a new 
medical treatment. ] 



Re Item V. 



The following documents (D) are considered to be relevant: 



D1: WO-A-03/01 41 23 (20 February 2003); 

D2: US-A-4468400 (28 August 1984); 

D3: Journal of Medicinal Chemistry 40{4), 427-436 (1997); 



Form PCT/ISA/237 (Separate ^eet) (Sheet 1) (EPO-Januaiy 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) 



international application No. 
PCT/EP2005/051269 



1. NOVELTY ^Article 33(2\ PCTV 

The present application satisfies the criterion set forth in Article 33(2) PCT because the 
subject-matter of claims 1-13 is new in respect of prior art as defined in the regulations 
{Rule 64(1 )-(3) PCT): 

The compounds of the present independent claim 1 differ from the compounds of the prior 
art D1 (cf., claim 1 therein) in thatthey are 7,8,9,1 0-tetrahydro-lmidazo[2,1 - 
a]/soqu/no///ies rather than ZW-8,9-dihydro-pyra/io/2,3-cJimidazo/y,2-aJpyr/i///jes or 
7,8,9,1 0-tetrahydro-imidazo/'7,2-/i7/-7,77/TapW/j/r/cr/rjes, respectively (cf.,the definition of 
the group X (=? -O- or -NH-) in claim 1 of D1 and the corresponding present -CA/g- group). 

They are further novel over the compounds of D2 and D3 (cf., claim 1 of D2; and the 
compounds of table 1 of D3) on account of the present substltuent group R3 (cf., the 
present 6-hydroxya/kyi and 6-carboxyfic ac/cf derivatives, the definition of the group Xof 
D2, and the ^-i/nsc/i>sf/fufec/ derivatives of D3). 



2, INVENTIVE STEP f ArHr.l e 33(3^ PCT): 

. The present application does not satisfy the criterion set forth in Article 33(3) PCT because . 
the subject-matter of claims 1-13 does not appear to involve an inventive step (Rule 
65(1 )(2) PCT): 

Document D1 - which represents the closest prior art - teaches (cf. claim 1 therein) i.a. 



Form PCT/ISA/237 (SepaiatB SheeQ (^eetS) (EPOv)anuanr2004} 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) 



International application No. 
PCT/EP2005/051269 



the gastric acid secretion inhibitory acWfty of some 7H-8,9-dihydro-pyra/7o/2,3-c/- 
imidazofl,2-a]pyridinedeiiva^ves (see, for instance, the compound 2,3-Dlmethyl- 
9-phenyl~7H'8,9-d\\^^yd^o-pyrano[2,3-c]inlidazo[1,2-a]pyridine-e-carboxyr^c 
dimethylamid of the example 3 on pages 1 3-1 4 of D1 ). 



The correspondingly substituted derivative according to the present claims 1-11 (see, the 
compound 2,3-Dimethyl-9-phenyl-7,8,9,1 0-tetrahydro-/n7/c/azo/2, 1-aJisoquinoline- 
6-carboxy!ic acid dimethylamid of the present example 3) differs from the aforesaid pi 
compound essentially only in that it has a "central" 7,8.9, lO-tetrahydro-zm/cfezo/^, l-a]- 
isoquinoline ring. 



In the light of the prior art D1 the problem to be solved by the present application has to 
be seen In the provision of further gastric acid secretion intiibitors. 



This problem appears to be solved by the compounds of the present claim 1 (cf., the 
table A on page 41 of the present description). 



This solution cannot however be considered to involve an inventive step (Article 33(3) 
PCT) for the following reasons; 

On consulting the prior art D2 (cf., claim 1 therein; and, in particular, the correspondingly 
substituted compounds of column 3, lines 14-26 and column 3, line 39 - column 4. line 10), 
the person skilled in the art would have Icnown that 

9-phenyl-7H-8,9-dlhydro-pyrano/2,3-c7-/m/dazo/r,2-a7pyr/c//ne derivatives (cf., column 3, 
lines 1 4-25) as well as 9-phenyl-7,8,9,1 0-tetrahydro-/m/dazo/2, 1-a]-i$oquino/ine 
derivatives (cf., column 3, line 39 - column 4, line 10) possess gastric acid secretion 
inhibitory activity (cf ., column 6, line 52). 

Hence, he would have expected that the accorclingly modified compounds of D1 (cf., the 
compound of the example 3 of D1 and the 2,3-Dimethyl-9-phenyl-7,8,9,10-tetra- 
hydro-imidazo[2,1-aJisoquinoline- 6-carboxylic acid dimetiiylamid of the present example 3) 



Form PCT/ISA«37 (Separate Sheet) (Sheets) (EPOOanuary 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) 



would also display (some) gastric acid secretion inhibitory activity. 



International apptication No. 
PCT/EP2005/051269 



It is therefore considered that - in the absence of any unexpected / surprising effect - the 
present solution (I.e., the compounds of the present claims 1-11) has to be regarded to be 
obvious in the light of the prior art D1 and D2. 

Consequently, it Is considered that the subject-matter of the present claims 1-13 does not 
involve an inventive step as set forth in Article 33(3) PCT. 

3. INDUSTRIAL APPLICABILITY ^Article 33(d) POT^: 

The subject-matter of the present claims 1-12 concerns chemical compounds and a 
pharmaceutical composition and is therefore considered to be industrial applicable in the 
sense of Article 33(4) PCT. 



Fonii PCT/ISA/237 (Separate Sheet) (Sheet 4) (EPOJanuary 2004) 



